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G P II b/III a k SJ&&© * hm<tm# 

^jfotf£*tt#iitB!K:*H'35ETi:* J: IK*I*!<D±»WH * 5. 7f n-Aft 

Ma*<£ c fc k f? 7 -A&liM&<fc©fBS*£tf-fcS&lfc-e§&±-r *. 

1 ZWi-b fc\Z*&M&>i>&* 3\ tjg- * £ k 
flgffiillffi©ifti&fcfc2£tp $ fc& — att<z>AjliLt£9gftfr?l :k#4S. MllftJftL 

2/*£KG P II b/III al*JlM*«©*lBC#<EU * U-CJlli'MR©«illc 

ttcttu Philiipslfx Blood 71- 831 (1988) #JRL £ *v k IT 

ia*x*i&). g p ii b/m a = y v if * \t, io*fcii*nw±©i;7^7 

•f Ktt*t8*U**^ = 125 kDa) k /]* * ^ C^^« = 25 kDa) & 

*»<b& 3 1 #-?© G P II b (#^g = 140 kDa) k, 1*«4»*>44 lflffOOP 
Ilia 105 kDa) fc jUblKjfc * *i"C ^ 5. Ca'VsJ-^ti, &«#^©^ 

>yyy>7r^y-©— fiT*5GPiib/nia ©^-^ n #4 -?-mk*mn 
tsfcfcc^lt'ii. A/hfitf h b > tr 7f;s'vs?*77s-i> cad 
p) *fefctctif4i7 y J: dfe^awyrf-^ hTStt<k**i* k 
^@© G P II b/HI a7>^©8S3£* fcfcJgJttf&tt-f 5 ©T, Jb 'MS I* Jb ft £ > 
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jMtt*CkCJ:-9tlli«t**tS. GPIIb/IIIattSfc&Sfft* 

qp lib /in a k**u j-?yt(D&i!>*mmt <&#-&©*; * 

n-±JVlKfttf&imiStiXitiz a £ ft*> ©tt#c tt"*' * * * ^ * n-*;HS#10 
E5 CColler#, J. Clin. Invest. 72, 325 C1983) . v * * * ; * p 
AP-2 CPidard#, J. Biol. Chen.. 258, 12582 C 1983) *5W^^;*o-t 
*tt#7B3 CColler, J. Clin. Invest. 76, 101 C1985) . C*v*tt**»«K:# 
#ktT&*A*va) *J:0f*MJB#CE*tfcC4Ql*«***i4. 7 a 7 V J - 
^ig^fclfi^-f S-kKi-fcoT, C*itott#H:ADPOJ:547rf-^ Mi 
I&gLT^ >b* h PT»jfli/h«oWil*ria±"*"*. fltGPIIb/IIIatttt 

a:***©** s Wit-r * c fc c * ■> t j&£©s5/£ * B±-r * c t * 

CtPA) ki£*-£fc>-&-Cffi-^-f S k £, * * ® SfilftJfii&S©* J** 2 
ftMKDWHaK:*^* 5 c k #H.^ffi 3 ftt ^ * CGold^, Circulation 77, 67 

0 C1988) ). 

7E3£fcttC4Gl©«i: S Me; * n -± ;Hft#© MO 

S<b < - k Me; if P-**«M*tt k hA*c&lt"f 3 

j #v-i-jvttfti>m* (Dmffi*fem-fZfztoKto§%i! - k#wi*s ti*© 
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a ^ 7*t*j 014 (flxit b h Manatees u^^^o^i 
ai^fifflu < ©atJKkPiaicGPiib/majfiJsikEj&u R^afntt 
ratte* vNfc^s rt Miufcj r&gtfcj 

ft^DN Afiffi C#J*.fcf> Riechnann*, Nature 332, 323 C 1988) *5 <k 3 — u 
<y -*4&M4*Hp$I5023940(HS-#JH» - ti tt*WIO# C## k t Tffl* A*v S ) *S 

St **ft-CS«CJLo|S*ttK:fe<[* *i£ G P II to /1 1 1 a *JiJ!H#gft& b h 
56 91 ©BBS* 

Wt>GPIIb/IIIaffi*fcW*ttK:tt*b»* b mtftS^n^V >-£=£Jia/& 

DR) *»^fea2#©L/H|g:3>^l'»y**&^t5£k#-e£5e « it HT, 

*££.b ffittcttA b TttlO'M- 1 J: 0 3A ^«*oteT? G P II b /I I 

IaJitJ® ki£-&b*§a b MBftftJS^n^y V g£-f *> £ k £ S. Eft*© 
b h m<tft.& & * 7 V i/fcfc*fc; *B*t1£fc£ SB ^p-^-^u 
*5l#:fcGPIIb/IIIa©ii£-&&e&g-f 5C k fcT?*<&. 
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<DB*|*y h****#y ***** Ktt**ftC«feMaftcDNA^ 

; ADN AS8r#fcil&*-£fr-£2>- fccfcotfiifif 5 £ k*«-e*S. 



jllSft, H*5ilKL^pI^^«cDNA©7'^*-K (anchored) PCRf 

BNAI**7xy-A,»tBtt*««UT»10^©^-f ^ 
U K--*M**ff*bfc. »tt*lnl©RNAttlHIIfr« C50 

.Hon^gn, PH 5.2/1% SDS) CMLt«#U 0.5ml©:7^ 
-ju pH 5.2*«v>X65-Ctl5^^affit, i*^t;miC 15#H«lB b fc e * 
M*H#b*bT*.$r ; -*Tf2Jftitl8**fc. c D N A tt&IS^&St (BEL, * 
y-5 > Kffl*<-fe**0 bT*y =f dTi.-ia CPharmacia, - 

* y (d Q)T-»iz**r**** * vh***?**-* (bed 
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LtcDNA©3 •*J*ctg***fc CE. Y. Loh^, Science 24JK 217 (1989) ) c 
^g^JSiSe* (V) jH U (d G)-f-*i: * K»*ti^5^- 

mc045 (TAATCTAGAATTCCCCCCCCCCCCCCCCC) *S «fc iTtftftafif CO t » J ~f 
y y KJB/ft'f ST"?^ — fcffll^TAinpl iTag CPerkin Elmer-Cetus) t T 

if*I2-frfco L«-T?«» ^ffl t fc7*7 -f -7-&inc046 CTATAGAGCTCAAGCTTGGATGGT 
GGGAAGATGGATACAGTTGGTGC) T-ifcofc. HIHT-li, ffi ffl t fc 7* 5 -< -7 - &mc047 
CTATAGAGCTCAAGCTTCCAGTGGATAGAC (CAT)GATGGGG (GC)TGT(TC) GTTTTGGC) T? & -a . 
$§aSrt<DK?!l ^Jgi^wt. ttficttfc-f ****** A* ftfc© 

ft^TS *tftt L fc ? ? # * * M*EcoRI*s cktfHindlll.T-ifHI: t , *LTiE?"JftS 
05 fc topUClS^ £ * — * c * ^ — ^ ft £ * fco 

^2E(i, fci#C4Gl CD Li (I2SA) fc H « CSS 2 H B ) ®^I^«®cD 
N AEyj*5«tU f f5IR$ ^fcT" 5 ; &BH?'J*^-f . CDRKaiCttTtttfSI^-T* 
5, jft%Lffl* yjMrWfcT S ^ tt21 AspTte* 0 * U)*^Hi* 2/-**»B: 
7 3 y »20 GlnTtt* o T* »K ^-ft-Fft© ifi-frmVlX-fGftZ ftT v>5 8 

Sg3El«:, 7*5^ ^ KpVgl-dhfr (^30A) *J:VpVk (S3SB) 
*mto 7 5 * s'KpVgl-dhfrttft©S5#** t T ^ * : a«p*s J: tFdhfrite-T-fc 
£ift4200©*gg*tBamHI-EcoRl7 9 > K EcoRI 33 «t iKXbal U > * — *« 
*ft*ft5 , tfJ:tf3 , *#lc»ttLfcisl''*-f h^nS-Ob* CCMV) IEia 
g^t/n^-* — *i«fctf *ft S 630©1M^W7 5 >f * y h CBos 

hart^. Cell 41, 521 (1985), C ft t**»Ji C ## b L T tt* A ft £ ) : Mtf 
C 215**3* ©**T-f > hPfSitfiK'J (A)->y^;^tt2>t IS 

2>2800*g#©HindIIl-PvuII 7 5 > h (Ellison^, Nuclei 
c Acids Res. 10, 4071 (1982), E ft tt*WJBB« i: bT*l*Aft3). 7*5 

* 5 KpVktt, itw- l&e^E&Lfc t H * v ^fMSfif^ «fc t>*^3 
35***t©**T-f :/ ***f 2>1530***f©EcoRI-Xbal"7 ? if * y y (Hi 

eter#, Cell 22, 197 (1980), C ft K## k LTIfcaAAfta) MtfK 

dhfr»e-*-*B!feLfcgPt»fi-?*'ffl^TEI«K: UTlS^Lfco hhaf>^-13s 
«t IF * v ^Sffiaafif t^tti 75^> lil'ISS $ ftfcXbalfc «fc BamH 

- 5 - 



WQ93/13133 PCT/JP92/01630 

JIHMfTfJi*®*****^*********** 1 '* CManiatis#, Hole 
cular Cloning: A Laboratory Manual, ^ ^ - 3 - * *N - A K * 7' l> 

^^-^-©Cold Harbor Laboratory#ffiO . 0>J*tfx pVgl-dhfrl*, hyg«£^ 
*Hr3rfSHind III-Bgl ii7 9**:/h*dhfr»fi**#*b, Bgl II*tt*-e 
■£ttSS0m.mtt(O7 ? > h-CSmU CSimonsen#, Proc. Natl. Acad. Sci. 
USA 80* 2495 C1983) K Ht^f^'J ^n^-^-*iI>'x^^ 
**** *EcoRI-Xba I 75^n*CMV^*-*-*^*^^- 

CQueenHK Proc. Natl. Acad. Sci. USA 86, 10029 C1989) D . . 

*4flBI*. tt#«t ( ) . **yUGm& C ...) , t hfi<tC4Gltt# 

C ) T-^feLfcHEL 92. 1.7ifflfiS©7P-^-r hV- Cf luorocytometry) 

^ te attttFACSMrtt CPBS+2K PCS+0.1% 7WF>;* 

* LT*±^80ng©»«ffi#i:#K:30#IHK h L fco HHMfcfcFACS 

«««-ei**u *LtPiTC«it>a;t h I gift* fc#c*±"eXfc30# 

H^**-<-Hfe. *WM:M*«frU tLti«CPB8+lM9** 
AT/uffc K#CWR» Ufc- ifflfifittFAC Smate CBecton Dickinson) T?«-«f 

L fc. 

IJK CS50A) *iOfH* CSI50B) ^ * *K?!I * fcir»7 S 

*CD«*c'tt = ««*«5l^-t*5. t bSUtC4Gl*t#©*£feL« CS85II1C) 

ft 6 HI*, t MBfl:C4Gl©H* Crh29-rh32) fcitfLSK Crh33-rh36) ©ft 

Klenowtf U .* 9 --tf * fc »Ampl'iTaqT?#** * L TpUClBCJgfef SWCft^ 
$*vfcg£f?i: rh29# J:tfrh30H:Xba I*J:tfEco Bit?, rh31* J: tfrh32tiXba I *5 
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«fct>*Eco RIT-, rh33*i <fc tfrh34tiXba I *S £ Hind 1 1 1 ~e > rh35*i J: V rh36te Xba 
I*5«fctfHind III-C«JIBf t fc. fc^T*, rh29- rh30* £ tfrh31-rh327 5 ^ ^ > h 
&Xba I*5«ktfXho Itrffi v -T pUC18 t * t T pVgl - dhf r© Xba IfflJffiK:- 

gKl^L, ^ t Trh33-rh34*J«kO f rh35-rh367 7 > K ttXba I*«fcr>*Hin 
d IIITtjjBft t * t TpVk©Xba I SB C — ft K SI L fc„ 

5l7EA;&tfBti, k MEM: Fab* •fctfFCab').? 5 ^ > K © H M ©g S K * 
ti**tttffl*tiS^5^5 KpHFab.D C^7E1A) *5 «k pHF (ab') 2. D (I7EB) 
©«EBSEfc^-f . C ©7* v * 5 Ktt7*5 * X KpVgl-dhfr CSS 3 CB) L t 

^2>#, pHFab.Dlifc h C r lilfc^ © C „1 i: fc 1/ V x. 9 V >©S«J© 5<@©7* § 
^ IS, .tt^-C«t±3 K ^ * ZTfzrfv A t/tf + frL U*t>f ; * L 

TpHF(ab')2. Dli C hK k > V is Ja V C „2©«r*J!J © 2 ffl © 7 3 J & , tt^tff±3 
K > & «fc * 7* 7 -f ^ ^ L L T ^ ft V >©l|Ctt# 

yA*^**fc#-*-S"*** r 2a£ft&&ii£^J^^»^*t£^* t &<< % '£ 

*fc, ITBCSlfDIi, t MHtC4Glffi#©Fab7 5 if* > h (S57HC) 
* iOfFCab^a-lk** tiSlftJftiLF(ab , )i7 9 > h ©HIK©7 

^8 Eli, k KS<fc:fc«ttf^£*C4GliJi#:fc«fctf7 9 if * > h ©JlL'ME^©tt 
■fcttte-fi-fcOT-f. #J3 X 10 7 *i©lk>h*S&4. 5ng©Jfc3t&3 £3?5&&^ ^C4G 
I h U — ^ — tKW C3.5/i C i//ig) * J:lF«-* ©*©^»»"^i>^C4Gltt:#S t 
< \Z7 5 >f * y V (HEP ) *»*fc«:fc hfflfbC 4 G <I*77^^>F 

k^C-i'>* a '<-Hfc. H + Ali, ££8t#» Fab7 7^^ > 

K CWu v «> ^F(ab') 2 *J .klf k hM<bF(ab , ) 2 -l7 5 > h ^^1-. 

HSBDCis^-Ctt* @A»V!7^C4Gl*i#C«fc^*5«kU f SBl*k hM{fcC4GliJl 

*-c4ufc«ais©±#*rs%t, tis© * *»ia©aMt*c*i5e* 
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Wfc *,t, GPHb/IIIaSllxk-h-T'ir^WKS^tSkM^ 
T'>fe< fcfcftlO'M" 1 , ff* t < ttlO-M-^SlO^M- 1 **!****^©** 

©»*«*tt**i- * it iml/MMMi ^aftw^^ 5 ' 
iikM0 7u-A9-^#u nn«^^>, *attc», gpiid 

*ttt±o«*tttft*«* ccdr) t*t«. &*v^mmm&x-&. io*fc 

lt2o(DH-Jfo* , ^^K** , ^'" c * l) ' *S*ttlo© rLJ IK C**725 
kD) * iOf 1 o© THJ ffi Cft50- 70kD) t &%k<D7 5 J %^k^ 

Ctt^fc LT*tllCB»*^$m00*fcll0*fctt**itt.t©7' S ^^©^1^^^ 

C e ) ktt^j)|«*i, tLttt#07-fV*«f7 f Cisotype) ***i?nigG, 
IgH, IgA, IgDaifflgEfc LTB^^I-S. L«*J:tJfHIKP9'e. m& * «t tfSgfc 
«*ttftl2SfeH:**ttt±©7^ J &© TJJ ««C^m**itfil), H 

Fundamental Immunology, W. Paul*, 7*, 131-1B6H, ^»-a-*ffl©Rav 
en Press C1984K C tH**M«B»C## k L X tv 3 ) . 

CttR- ©flSit * *>*§*t&ife5£iili££ fc * C D R t i> * If *i S 3 o ©81* 

C TSequences of Proteins of Immunological Interests E. Kabat^, 
mm$t% C1987): *i«fc tfChothia* .fctfLesk, J. Mol. Biol., 196, 901-917 
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(1987), :n%tt*ffl»tcMHTfiAAiii). ^M02-o(om^hmh 
-T-Vwj^-^l- 3 £ fc #t? # 5. 

*fflatttti8t4 fc raa^p^y >J **» 

n^U >BJS6*«ae-?-*<ft feJS^P^'Jf^ Fv, Fab*5«fcI>*F(a 

b') 2 Mmr^^tSte^W ^ -U v Ktt# CWittf, Lanzavecchia^, Eur. J. Inn 
unol. 17, 105 (1987)) * trtt#tt«-©tt * ©JBffitt C 1 Hu 
stonH, Proc. Natl. Acad. Sci. U.S.A., 85* 5879-5883 (1988) *5«fctfBird^, 
Science, 242* 423-426 (1988), :*i«.lt*ffl«tC##HTllftA*i5) "C- 
#4t5Ck*T?jl4. ( — flftftCH:, Hood^, Immunology, — a — 3 — # 
y *J t 3 ^2fig (1984), Halov and Lane, Antibodies. A Laboratory Manu 
al, Cold Spring Harbor Laboratory (1988) M l>* CHunkapi 1 ler:fc «fc l>*Hood, Na 
ture, 323, 15-16 (1986), £ ft <b C fc L Ttt*Xft 5) . 

v t> i> v-j-Ji>tfiftfrbnhtiZ>m&*(D-*I& (V) Wftffcfc r lfc-itf r 3 

ckiftk (O fcte-&£ *3 - fc S. *ft4fc* JUfflW&ttrW 

ffi#^7ijt#i*, Cfl©*a»4*«*ttffl"*"3 - fc at#*&» 

3, _ k ji << :/ te 5 ' W U * K * V;^f-E45. 

*ffl»t-Cttfflt5k«?, ffiS ^ ffittJ ttKabat^, S5f8t-S« 

jiit^UoC, i orof^JlfcSft&^P^y >+^ffl»WC«#Sft-C^ 
5 (IP*), CDRtt^O) AJK^B^U ^LfcitfHll^^^cS^^f ^. 
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ft: < fc fc»85~9096, t < < fc t>95K*«ra-T?*3fc*2'n:f » >fc 

SJtttfit#«*'S ^ ' L ft: ^ T? & 5 5 . 

^ttttEifc^-Oft: < k fcTIE© 3 oofiJAfe* LT^5 : 

« (CDC) t (ADCC) K J; o TSft*ai&£ 

«fc i)**fic**tS) o 

tStt-fr-f « * Lt^©^; ©<k 5 4: 

LT#3fc0v**fft#*fcl*«#ttefl-*©*-' 1 7jJt#C*fT S <fc 0'>ft: 

k38-££ tit V>S CD. Shav$« J. Immunol. 138, 4534—4538 C19 
87)). &AS*tfcfc Mft^(t#*, f!S*g£ak KiJi^k^KWKifS] 

*«E^p^U> C0ll*.«, * n-^»'tt#C4GK 7E3, 10E5 £ fc fcfcAP- 2) 

S^ftrk l/— — *fgi££: a — KtS* 1 ^^*^ KCttttS. k H 
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#C4Gl©H;J!i .fctf L*CD R**A,t?fe*# 'J = - Kt5ft*Wft 

ijiciot, <b©i2yj*ftii©# y ? * i/**- KK9UT?WT-ei¥iE-r* «fc $ 

(b) ;®* ? CDRoi-30t<'£< * fc fcfc 

C*S. CQueen^ * J: tfCo#, Proc. Natl. Acad. Sci. USA 88, 2869 

( 2 ) ^ p ^ 'J > © n i>7u-A , 7-i'SS4 5 ©M7^; IS^^^- 

& fc t.7l/-A9-^©*®ftlCASWt'Jb57^; KClKt So 

*£*Httl*J&JH6& U^S^^ £ — :/p J§i^?t£ 
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i/tfKCi'nSfcttcDNA, RNA, * l/** KS) * «k 

y<£W#tt$ff023940(H3-# iffL. Reichmann^, Nature 332, 323-327 0988) # 

t FSMtDN aie^j&s* © t mas *»fefl»©**cfc'"c - 

fc#«C**#. ^ABM*****^ CKabat, «»* «k lfWP87/02671#«) . 

n ^ y 5> IBS # «k # #*fc Cttffl + 5 *£»JS ttATCCOieHttOflttea*' 

ibf k^t*t5 CCatalogue of Cell Lines and Hybridomas, & 5 JK U985K 

n©j ^»**^o^y y*s*cttitt«ck4«T!», *L--c^i*&tfr#s?© 

-ear $ ^a#jnMOfc*:*<Pc J: otx^EJU - fc*«T?* 

BJI© fc hS-ftfc&^^y ^C<-^t^*^t5:i:)i J t-#5. 

t 5ck^T?*5 CGillnan* J: Sm i th, Gene 8, 81-97 C1979) MtfCS. Rob 
erts^. Nature 328, 731-734 (1987) #Jft, E tub tt*C*W»C## k t 
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&©£$*£glif§fc«ffl 1 "C^* * - p Vk*ii t>*p Vgl-dhfr (» 3 H) ©ffiM© 
fll*«:Pab7 5 ^ > h fcfcCCHKDttK: * fcttPUb')^ 5 ^ 

fctf-e* 1 *«Sifl:ttVLfcVHfcDN A 'J V * - "Cg* $ * * C k C 
i-stUjfitKktflfjfS (HustonH. tffi»* *3j:tfBird3P, *fc, 
i: PI** c» feft^p^'J ^BBane^tt, ^iiloUliHW 

flt-fg*! 2 ■£ <b*i&o - n*©!!*!^* * -fcfcHaittett* i^V-A (episom 
-ttftc* §8&< £ * -cttMac DN AIE?'JT*BSH£&$ 4x *ffl 8S © tfc £B # "51 
(0iJ;ll£* #BB4*flF4.704.362#lfH, C *vtt*M*«C## k t -Ctt*X*i 

S). 

^i§I (E. Col i ) tt*56W©# iJ7*i/5i-*-K** p - >itt 3 © fc#C*ffl 

C Bacillus subtilus K 48 i Of#w»rtlH*, fll A. tf If * * * 9 ( Salmonella ) » 
t9f 7 ( Serratia ) 4s J: ft 4 © *> » — K * * * ( Pseudomonas ) ftftt-££4x&. 
C4x<b ©©&£$?§£* T% *g£*ffl8S k£-£T- # Sfg^fSfiBSE^'J * K"£*r 
■f^lg*!^* f -fc53i£-f 5 - k £ 5 CflJfcl*. tg$!i* U S? > (origin) ). 
JC, #J*.l£5 £ h — *':/p* — 5fc> h'J7*K7r> (trp) T'p^ — * — 3k, 
K _ H ^ y _^^a*-^-|, * fc It 7 7 — S/'^-kiffrfcfc&tiS^P* 
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f Saccaromyces ) ttff * L ^*3£T?* »> , 3 - * * * f V * U > li * + - -tf * fe 

ItfifitifcftCftfltK^t^ CWinnacker, Prom Genes to Clones, 
VCH Publishers, ^ »- a ~- a- * C1987) #M, 

COSflfttt* HeLaM, # jj t < tt ^ * * * *>- fe B * 

JS:gb< H^W^U K-^* 1 **^*. ctifc»tt<0*3L*<* *-»#§*IiaSpfie 
?U, «*.Bea«l*y 7P*-*-, (QueenH, Immunol. Re 

v. 89, 49-68 C1986), Z fttt*i01»l»e## k t Tfi*X*t5) > tftfCifc** 

v*»a«*E*l*fc*^**tf SV4tK 7 ^^*^ * ***** 

fcH:x.i/ * h p# l/ — a > (electroporation) » fll © *H JS * £ ffl CttJB "t £> - 
fc**T?3r5. C— IftWCli, Maniatisip, Molecular Cloning: A Laboratory Ha 
nuaK Cold Spring~Harbor Press C 1982) , E *itt*Win«K## k L ***** 
3. ) 
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SSt2>: fc^tt?. ( — Jj&ftKli, R. Scopes, Protein Purification, Springe 
r-Verlag, - * - a - * (1982), £ ft BJ^S C k L X & * X ti 5 ) . E 
gftk UttffltifeftCtt, < k fctt9075295Ktt*©*K6*jC«I#fcfc 
teifv-fV istfft t I < , * LT9875299H* fctt**itt±©tt«® *>©*<« 
£?£L-v>„ i> fc fctfas#ttc ± fcttmaotttfc *iS k » :o#H 

J: tfUJfiKHSSffl"*" 5 £ k *«T * 3. ( — ftttCtt, Immunological Method 
s, I *3 «fc 1>*II#, Lefkovits*i «fc tfPernislI, Academic Press, - & — 3 — i> *H 
— a — 3 — £ C 1979*3 «fc Of 1981) #A8) o 

g&HE#-££:H5 ( — JVtftCU:* Hoffbrand ft Pettit, Essential Haematology, 
Blackwell Scientific Publications, ± v t * 7 * — K (1980)#P.8)„ ih*) 

mafemx'&z. ttc ifa&i£jMteig'>tt%%#f, HussiKn^fficis-i-t 

*S§BJ3© t hfflffcfcg^n :/«; G P 11 b/IIl a 5 8t#© 3 *>lfo 

'hfisifcfcififc-raft&^p^y *s*©cDRfc/fl^3 £ k u^ D £ fc, 

Aft kKJ&*3 £ fc#»feftTl.** (ANNALS NEW YORK ACADEMY OF SCIENCES 61 
4, 204 (1991) ) e tSe-a-C, S L < tt, Jfil 'h *g ± C I* x. tr h- 7* 
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»-&K«*ia«*i-5 - tit&bfrr^zv. jfo/haaBaoiBS-eifittfcJna.fc 

»^C«ilia# : &"f 5 w fc «o tiT^S <b © \*tzfr^> fc 0 t*»U, C4G1»» — 
3i3l£IS#-f £ fc*t«B*tifc. &oT, C4G1S l± fi5iB ©C4G1 k PI 

jM£tt0Sfi©te*CRiLx PTCA, PTCB^CJ: -a T jM??**** * <bftfc«<B*» 
fc h p VA2* PAI-ll?©Jfii* i/-c*©±#*«$ai*>ftTV*5. *©WHfcb 

-CJfil^eo^^^S^S^©^^^-^- CTGF-/5 1, PDGFSO ©ttffl*«Ma 
$ft-tv>3o v**C4Gltt* in vitroT-AD P«*C J: * Jiii /h « W ifc * #P«!l "T 5 
tttc, jM*«»iHKJ&*>8HWU fe. ft^-r, T->^C4Gi*oifii/hffiWllkJfii 

^y>tt» Aca^tfeiKc, i^si^iat^A-c^^. jm/hattms 

JfcfcflUMLTPTCA, PTCE^CJJU^ffm^&firoliJflFffl^WlfJt 5^Itgt* { $>5. 

*38W©ffSt<D £ h3Hfk&&^P fc€©tf:#, #C a*©Jto'ha 

fftfflC*fcW:JiiLift*HH-?-fc£J&*S k K SUfcffttt k fc-tttiStffl * S £ k fe 

T: £3„ 0>J*.t£* t hSUfcftft^P ^ U :/fflfi-&4feA«KJfc t**iSSfcawett 
VLA-2, VLA-5, GPIb, GPIV, 7*> e;^5VhS^ h n > > £ «fc if J&/Jn 
i ghPVevu-fe7 , 'f-* ? t*tili CColler, New Eng. J. Med. 322, 33 0990} 
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JifcJCD^&Ofti!©^* 1 ] CWttf, tPA) tttffltKHTf^. 

□ int. at, »*rt*fc(*i*«rta*K#c*ffltf*s. 

«*»©»ift*»<bfe*. a*©*ttffltt, iSSi7K> 0.4%©£ig7jc, 0. 

y a, y * a, -aft**** a, ?IS2^ pjn, ^^»^ h y * a 

t>, ft 0.5S < t btt 1 MK**>15*fcl*20M96«i? © 

I X, ttWffloAfflWftK«llftJft*tt 1 ul©«»«fi*# <k 1 ~10tng© 
ftjt^nyij v*ttrJ:5c«f^t5r fc#-e*«fc$. # JDft F*l i£ A fli ©AMttfc 
ttj&<MrU:250al©)£V 'J :/ ^*ttftt:» J: lM50ng©tt#*r*tr J: 5 CflJjfc-f S^t 

J**CttjH*C*5 fcttffitfrt* 0 > *L"t, #>J*l£, Remington's Pharma 
ceutical Science, 351585, Mack Publishing Company, y i/ JU •< ~ T fil 4 — Z 
hy (1980) *ifcfc*MiB»K:#* fc L ■Cffi*XtiS) C H CttlB ClEtt * ft 

TV) 5. 

*0fT*£Sffifcttffl+ * - k * S. allfettii* *tfW£*«fl4 ©*1S 

- 17 - 



WO 93/13133 



PCT/JP92/01630 



#Jg[0 k hm<t&&4fv7V fc * 5 fflrtft lite* tt* 

JftWCB:JSL#Sfc 0 5 *$>25mg*T»<D«-£*#ttffl* *56M®ttK»-« 
Tt-gffl 1 5 r fc *s-C- # 5 i !: f t ^ 1 1 5 , C © «k 3 ft:** C tt* 

lft'&K^ttifctt***^ L ;fcm#©*©^£©#§<t*K^<* 
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*§6W© t MHfc&J£ ^ 'J > c »3EC > t* h p -C* © /Af5& ^-ffiti*^ ^ 
ffif Z k jWC * So «kLT, #§§W©fc&^t::/y P I!b/lI!attW© 

&HK j|li/h«©*K«!K:ttffl-rS w k tfT? * 

H#Jltt&m#-t< k hM<t#i#kJ5f&-f *fl&©&!l*T:# C = fcffiflO i: 

k#-c#s. m&&n> mm=> ? r * * bskw 

> k * - , U 15 y K 4?© «k 5 fcJA*5H©£?f«fc<£/81- £ i k 

#HJ[©^^7 , ©-YA>'7''5;-t:-fA«?iJfflflItg-C*afeD^U-C- : £-tv^tt^M 

flfi&L < l*#3Bfc*&-fr"r*i»*fcttfc"&Ufe^w k*«t?* £ #§gBJI © ^ n ^ 
tt * > ^ * * » lit tfjfint 7 ;u ~f % y H * «fc 1 Ifl © ffiffl K k * C * y M: 

< k ttt0.00lM496ott*T?#* t S&!&#£#«?f 3 fcfc 

- 19 - 



WO 93/13133 



PCT/JP92/01630 



^ny; ymft® tmw-t 5 3 ft*. 

*ifc*]KWttC4Gltt#lcHaU-C^**<, GP IIb/lIIa«t#C*f Ltf^fc*** 
fn<£fc*-f 5b hffl{t«t#©»iitt*felOE5, 7E3, AP- 2£ fc » G P 1 1 b /1 1 1 a 

H 11*5 «fc L M c D N A © * p - - ^ ^ 

L*L-CHindIIiaUfc*****3 ' 7 5 -f J: tfdG fc 'J v K 

ML^ fCEcoRiai4fc * 5 'Zfy A v-^fflU, r>*-K PCR 

CE.Y. Loh3K Science 243, 217 C1989) ) * t T * » ~ > ft I fe C3? 1 H 
CjR«<iSHS). P C Rif«7 7 > M*EcoRI*J J:O r Hindnn??Bft U * 
L T«3SIE^fc£©fc»CpUC18^ ft tfc. C4GlT?tt, 2 o CD 

jfy^r - 1 ifc^tefcitf 2o©* p — V©iB t fc. 2^© 

jff y _ 1 ^ p — ^ ^ «fc 0? 2 o © * ^ ^ P — :/ » * Ji *iK8l H — Tr * S o 
c D N AT*£«*E*!I# itfMT' 5 > »K*!lttlR2 BCS*t. 

7 *£#©*$ IS 

fc„ 7-7* 3 KpVgl-dhfr & k h * -f h * # n * -f **IE1:/p 

3j-*J:0fx>^ y*- CM. BoshartSf* Cell 4K 521 C1985) K Hp 

Cdhfr) CSimonsen^, Proc. Natl. Acad. Sci. USA 80, 2495 C1984) , 

C*i«*WiW*C##i: LTiia^AttS) *#^t-Cv>S 0 ^5^? KpVk 3 
BB) tfcpVgl-dhfrfcSH&lL-C^Stf, h ^ A C *»r#:& «fc gptii^5 : ?•fc-£ 
:f LtV^. C4GlH*i«fcO f L«TBT*1IK«©R*#1*P CRC^tcDN.Afr?) 
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MMliz. 5 'y'y 4 v-ttATG=» K y "T? Pfltt L T VSi& t » 4 ? V v h'BJ&l* 
L-CXbaI*ffi*** t-CV^te: S' J 15ffl O?^^*^ 

tv>fc (Queen*, Proc. Natl. Acad. Sci. USA 86* 10029 (1989), £fttt*BJi 
v-ffc t fc. 

* U — S/ a > K. «fc ») Sp2/0 v **3xp-T»HSlC ^5^71* h L , gptfg 3! 
:?C4Glffi#ttGP lib/Ill a ffilg^fg^-fSHEL 92. 1. k $o"h t , C 

k hfflfttt# + -CJ*«f&a*ltt*«»"*'Sfc» K: » Queen* ©-ftWfc^&Ktt 
ofc (Queen*, Proc. Natl. Acad. Sci. USA 86* 10029 (1989) *5«fctfW0 90/0 
7861#j&, :*i*)tt*ffl»tC##kt"Ca*A*i5). k htt#*«5c« ®v * * 

HKtao-r, as** c d Rtttt* csx-f s *r«tt 

#*■*■* ■*-'>&<& a. Hmt hm(Dm^^<o^m^^<o^im^.iM^ 

7 1/-A 9-^E?y^ti^1-S fcfcettRI-©^ b 
tiSH#!4S«kO f L«i(**a«* ^2>o NBRF* * WIEM?'- * C * *K3"J 

,** p — &3?H3g-3^T (MicroGenie Sequence Analysis Software (Beckman) 
•e^Jfi t fc) , C4G1® t Mll:ffi0 7 iE?!JfciI#-f 5 fe * c Buffi # £ 

C4GlBlSE^J*©^f f ^%^^-r 2) fcfeCa > * * - * - 7* p if 5 A ENCAD (H. 
Levitt, J. Mol. Biol. 168.* 595 (1983), C ft t**Hj3*ffl§ k L"Tffl*Atv 

trtt'fflUfc. £flD*f^4rttfflUT, CDR (TE40*yrf'J-) k*@S 
f*J8T?# S&if CD RC + #jfi*L fcC4Gl7 l/-A9-*+©73 t 
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Eitft# k Pi- t? & 3 «k 5 c»« u fc : 

(2) Eu7 S ; & fc Mft#Cf*T?* 0 , -^C4G17 ? ^ 

(3) ttt#CDRCff^fcOK»l/t^5, 

y tt **tr J: $c#JR*n* *UT r&MttJ H^fS^^-T'c^-C fc h 
E58O«25Xtt±-C»ift5* t -«WCH:50«tt±-C4U5 7 5 ; S2 * tr «fc -5 C 
jg^gtlj, - ftfc U -CDflrat-li. V £ *C4G1 ft 7 $ 

C5) Bu7 3 y B*«*©4fc«"ei* fc htt#c*s^t^#K:«-e* 0 , *LTC4 

=/U-rtlc*SJ: fc fc hfflftC4GlL«#J:0 f H*T*fc«*©*t*E?!l 

It, ^ tf ^C4G1BH3?!I fc ittfc U BCSt. 

^ 1 

Li 

24-34. 50-56, 89-97 31-35, 50- 66, 99- 108 
48, 63 • 93, 98, 109, 110, 113 

-"- 30, 98, 109 

7, 22, 48, 70, 71, 87 27, 28, 30, 48, 70, 72 

98, 109 
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5 - - HI 

k vmttiiWn 3 fcibK. k MHkH:fc«ktf Lfg© * > £ If 
K?iJ* = - K t £ ? * u KffiiF'JfcgiR t fc. rtiCli^IJIj&^g^ny U 
y isifi-j\"<-7'* h'tf-Stti, -j&ftK&v £ *Ey'J#K Ji.'btiS =J K^^^ffl 

t l < ft ^ #J IS l£ ^!SH& 315 fe&Bfc* L fc. C«D?>l/*f KE?ltt*fc, 

1 fc. ^^T^^^jfiS-^fflK:, 7 h5> KHT?$lcl^Lfe2Ioi^d-';^ 
* t v** K L fc. ^tili7 ttf8IRflU*®E?!ltttfc i/>fi-A,i'7 + 
h'tsZVX?'? 4 ^^i/^t;^tU^fe (f 60), * »J =f ? >? v is: * K it 
7 7*7-/ K /W^i/^fAX (Applied Biosystems) 380B DNA-& I fc 

2 ^ISD N A? 7 if * y b\Z&*V =f* # U** K*f ^Klenow* 'J > 5 — -fcTT* 

t«u sjpsg^t-iitu puci8^**-cateu*UTKw»i3eLfc. &i^-e 

ZtiZtilEl 2> 2o©7 7 y h fcpVgl-dhfr* fc&pVkfg 

JfK* * -©Xba iasttCIEL ^*Gn?»tt L t^&H^*",):^ L 
JftUfc. 0J;L«^ fc hffl{bC4GlT*«*tt»fi-?-l*pVgl-dhfr©Xba 175^^1- 
C^ltiS, gJ&ttStta«#WT?«»©*#TT?*JSU fc (Maniatis^K H5^)„ 
k hfflfcC4Gltt<*©&±H«*J:tf L*©^ai3ftS7 3 J 8E7!I ft 5 H C ft 
«k tfft 5 BID C^t. 

H^fcitfLfBT"? * 3 Kttxu £ h p# l/-S/a y iZ «fc o TSp2/0' 5 7' f * 5 
o-vgftit"C h9>^7s^ hS*, * L -cail&t4gpt563|-e»iR L fc. 

fk&(D&i>&^ t? V-y UPC, tUm I fc. tfL&ltZ $ 7^3«;i77'DfOA 

-•fe7 r o-*CL-4B (Pharmacia) © * 5 A Ctt*lS«±»«*r iSii * * t »«! 
t fc. *S*in;#fc0.2M $fU «>>-HClx PH3. OT-^Hi t , * UTlMh 'J * , pH8. 0T- 
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4ifDtfco MSr^liPDlO* 7 A CPharnacia) & i§ i§ e? ■£ <5 £ £ C«fcoT PBS K 3? 

h: h Mit Fab*J «fc F (ab ' ) z y 5 if * > h © 9& £ 

2oCDSiJ©^.^^-%rb hM{fcFab*J«fcO f F(ab , )27 5 if A > Y *m&t 5 feto 
E«j6Lfc 7EA*5«k^70B). ^ * * - * U t £&$2i£ L fcfflft *. 
F(ab') 2 7 7 > h*r#*a!ft-e«iSUfcF(ab , )«7 5 ^ > h fc ES'Jf S fc to 
C, 5 9* y M*F(ab') a -lk*-r 5o Xba fcfitffttS 0 TfBam 

HISP&£T% £ftfe©:/5*3 KttpVgl-dhfrfcH-'C** C*3HA). t t 
Sfe^fcfc h C rl»e*©ft*>& ic, 3 KpHFab.DfcfcCal*-* V >*5 

«krf V :/©£&© 5 {@© 7 5 JJSL. fi&^ttflta K^ftilf^^^-T 

^«4^^AU*»*Lt*^f, tLt^5^ 3 KpHF(ab')2.DliCHl, t > •>* 

as j:of Cb2©*«jo) 2«©7 s ; & (t>';«>i«Ht7^70 castt-r a 

TV>fc^. jf7'5^? K^C *»x* y 5/0«C162***t©Sal I-BamHI? 
7 v t>»t*5D, Cftfcfcv*;* r2aS«a*a^-7-©CH3i* V > © f 
<*m©IS^7!»» ^>"» ft* t # 'J 7 5/ if** Lt^5. 

±E©fc hMfl;C401H«?ra*«3t« : F**#+*Xba I77^>n t±7*7 * 3 
KpHFab.D*?«ktfpHF(ab , )2. D©&« ©Xba iatt + CiEH^fiT?#Al/ fe. 7*5 

* 3 Kfcfcik-C, «e-TPX*#PF©»«*K:«*n«>* y =*7 * i/** K*rt# 
PCR^ttrlPWMS-e^llfe. fchfiHbC4Gl Fab* «fc tFF (ab') , - 1 7 5 

*r* y h^oumto^mr $ smmmzmi mc*3&v : % 7SDc^t; £ft»b 

* k *ft *tcx u * t« p # i/ - ( > 3 >c «k o -csp2/oanac i>7v^7 

#7 5^^ V h fcBLISAteT?:** y -->^U, tL-Ck MHfcC4GlJjt#Fab£ 
ttF(ab')2-l7 5 ^> > Mtt*«4i*4*5 * n b fe. *75 
y^VhCOVM, »UB*&*±»*tt*«!J20nH© h U ^«fftt» pH 8.6*TDEAE 
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7 n -** 7 A*aa*** *«*iil^tfMC»«IC«U fc. Fab? 5 ^ 
:/ h ttCM-fe 7 r p - ^ * J: Of 7 x ^ >u - -fe 7 r p - ^ -e 5 C U fc *« » - E F 
(ab'):-17 5y^>h l*CM--fe7 7P-^ilf7i;*-b77a-^MtfC 
S^OO-C-lg^imSilU-C^M^^^S?^^* 0 ®^**^^ U T Fab' fill ffl*U =f? - * 
<bF(ab') 2 -l*#*£L fc e SttaaraR-eSEJaKOfll©* ^ftSiS* J: tftt S3 

F(ab'),-l©DEAE--fe7 r p-^*«* 

7 7 * •> a V &F(ab')2-l©Jfcgfc*t*0*Hi:2> fe «) C IObMOStc ^ ^ * * * > + P 
H S.0~C -( > * — htSCktfTfli, 

h MftC4Glffi# * «k 7 5 ^ > > h tt t fc fill C * fc » ft: 0 H * S ^ 

STJ«Kt5:kfel?*4. *»-&c*v>T, tt«Hil0.00OB-ei0«-Wi«^LT 

±«f»»0. 45^17 4 -T?5i8 U *bT*©f£* ±tt<* 

co^-c»*30.ooo* ixyvif^yh co^tttio.ooooa-?-** * h Cmh 

CO) fC**»20«C»«Ufc-. flJfctf, ±* MHftC4Gltt#*i4i6T Ztz 

«>C, attttX.hJ*tt* 1 M© h «J *TpH7.5K:WSEL* 10. 000 g 10#Wifi*> U , 
^L-C0.45/ioi7w^^--C'5iSUfc. fc^T?K»tt* ¥«*,&#«:*««» 4: L 
T0.15M NaCK 0. 05M P H7.5* 2mM EDTA* mm L X T o ^ -f V A - -fe 7 r 

n-*FF* 5 A (Pharmacia) C7^5Ufe. 8t#tt K 'J *«»T?pH 3.5KSBSI 
U fc0.1M©#&-t:£fcHU> *Ltifcfc75^>a^iMJ^tpH 7.5C«« t 
fc. »v>t, £fcfcfc©fcfc®8tf **-7-*#EL-tPBS-T?igt/rLx *LT0.2 

tf**i*ffi©fc hMftC4Gl Fab75^> > h »«+ * fc fc C » 
»tti&*±i*»tt20oiM h'j*, PH 8. 6T 7 <f * * - 3i© U , 10. 000 g T? 10#M 5S 
>L>L, * LT0.45//m7 a **-T?3iIbfc, K*4I*10>M h U 7> , P H 8.6T'¥8i 
ft L fcDBAE-fe 7 r P-* (Pharmacia) *5AC7^5U, tLT#«m* 
£fcfc. DEABT"-*©^ «v 7 7 *MEST?10«MC L, ^LTHCltpH 6.5KlHaEL 
fc. ifc^T-, ISiftfclOmM HES, P H 6. 5Tf¥« ft L fcCM-b 7 r p - 7. (Pharmacia) 
i5AC 7^5fL O~500nM NaCl43ET?*Hi L fc- Fab7 v V * > M*««© 

£ Jit ^ fc.' Z <D \£— ^ 7 5 J a > ©7* — ^ttlO.OOOMWCOKtf ttffl 

L"CJ»fllU * U TPBS-C-¥tBft L fc-fe 7 y £ 'J * S-200 (Pharmacia) A v 2* tc 
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77*7 I, Tfc. b'-* 7 7 * *> a y * U TO. 2/z m© 7 w ^ * - £ MJS L 

b MHkC4Gl F(ab'):-177^^ > M*&© J: 5 C«4j6U* L-CttM+ * - k 
AS-C#5. atffir&fti:ilf&l£20inH h'J^, pH 8. 6T? 7 * * * - 5 iS L , 10. 000 g 
XlO&ffi&'bl, * UT0.45/iin7 4 -XZ&tZ, Hm&lOmM FU, pH 
8. BT^SHk I- JfcDEAE-te 7 r p — :* CPharmac ia) A5AH7'7*5-<U> ZLXit 
qg^S^-^^fe 5. DBAB7* — /HrklO.OOO MWCOIK fettS L TftlOfte «ffi L , S£6£ 
T-pH 5.0tcH2EU ^-UTitJBttta^-elift*^*. Jfc^T?, K»«hy^-cpH 
9.0CB8U, lOmM «tc ^* * * * **D *. * t T22*C T?30«-|BI > + h 

-r 5. &<^-e, tM4i*o. im h y pH 9.oc#b4iCT?i6B*W2!«r l» 

ft30%er>F(ab') 2 -l#J&/&S*i*. &^T?» KftfcfclO.OOO MWCOIII * b 1 
O^CiSffib, tlU77*'J* S-200* 5 A c Aft 3. 90kDa© b' — £ fc^ib, 

CSimonsenH, tttt). HS^tt, Fab*i «fc tfF(ab') 2 7 5 ^ > M£, ±I5©&&£ 
*&<Dft*> 0 cSKaffi^-»T?«jai«)*tt*fl[« It, 3S£b MHkC4GU/t#© 
&f£il§{kK: «fc -3 TWjSt" 5 £ # $ (Antibodies. A Laboratory Manual, H 

alow*5«fcU*LaneitI, Cold Spring Harbor Laboratory, 1988, £ *i tt 48 ft < C # 

#J£fc£, b hM"fkC4Gl F(ab') z © 5 1 ^©JBJS, SP *> F(ab') 2 - 2 fc ffc-T £ B 
!BU£J*T©<i: 5 ft^^J/ViftcJ: -oxmatb fco b MHkC4Gl IgG££*fflflS© 
*&*±ifr*H:lM h U *-epH 8.5CHSU ^L-t50mH h 'J * pH 8. 5, 150mH 
NaCl, 2mH EDTAT:¥8Hk b fc 7* p x -f ^ A « fD 14 JR ;W * CNygene) Cjtffl b 
fee ±£l#tt0. 1M S/V-HCl. pH 2.5-efcfiB b, * b TTglft <fc7 5 * 5/ a y It 
1H MJ*T?pH 3.5CH»bfc. £ o J: $C bT&itbfclgGtt:/* 
^tiS^T/'yV CSi'gna) TrifHkbfco ^7* 5/ > 1*0. 1M ^U2/>-HCl pH 3.5C 
* L.-CIgG««Ki*Pitfe : IgG it* Cw/w) 1 : 100T?ft*), S 

jfcg^ftl*37rT? 3 B*HJE«S*fe*«fc 1» * t-CJgfSli.l M h 
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y * io it t pH JJcBfitiEkci-sftfiS^fe. tt^t-, ^7*'>>Tg{t 

7 7 £ y a >H:0.75M (NH<) 2 SO«K:fgS£L, * I X 50mM CH 3 COONa pH 6. 0, 0. 75M 
(NHOaSO^TTllMt L 7 x -;u-5PW (Tosoh) A 7 A C 7 7' 5 •{ Lfco tt»», 
0.75M*fc0M*T?«D (NH4) aSO^OBtt W *ET? «f Hi L te. P (ab ' ) 2 - 2tt £ k* - £ C 

k KSUfcC4Gltt#Co ^Tv *> * :fc«fctf* ^ 7*/t# fctttt LT*©&1f 
LfcifeUHHEL 92. 1. TjUAS fc tt* U (JB4HK rtitt k h ffl<btt**« Q P II b/I I 

*j|$3Lfck MB{tC4Gltt<*, Fab? 7 ^ > F(ab , ) 2 -17 7 i^^ y h *5 J; 
F(ab') 2-27 => >f jt y yttmfc L > * t TSDS-PAGE&fr o fe. «fc 
*ffl#-T-* 25kDa*5 «fc t>*50kDa© 2 00^ > K I » * t T Fabfc J: tfF(ab') 2 - 
17 ? tf * y h &#j25kDa® **7* !✓ y FC^^KtSlfc. k h2UfcC4Gl F(ab') 2 
-277 ^^>(« {*SDS-PAGEt-F(ab')2 - 17 7 if * > h i: HI U fH L fc. £ 

ft<b©*tHt*7 5 »»jft*»<b»til* tifcL** ilTH** fcttH«7 5 > 
h © k * Jt U fe *»o fc. 

k hfHftC4Gltfc#, Fab7 7^^ > h & «fc 0? F(ab') ,- 1 7 7 > h CD S fD 1£ 

k> Jfii/hffi* G P II b/III atftJKOftlftfli k L T^ffl L fe. JftL'ht&l*, 7 4= — 
fr-j\4A& (Ficoll-hypaque) T? CD at >L> K <k o T IE ft ft k K g # # *» <b f# <b ii 

7 7 > h ttSfc* A.T4.5ng©ft*fttH 7 sfSHCHS h V - ^-C4Gltt* (3.5/i 
Ci//ip) CJDx., * L T 3 -xlO'fflajfii'hffifc #K:0. 2nl© &JS * -f p- Ktffi'ift 
+ fiaT? 1 ^IW-f h t fe. »IISti2Bl©*M*««i*TJH:i*L, tlT 

#©iSJg*H-3: L fc (SB 8 0)o ft* ©ffittfc «kt>*7 5 if* > h ©*£-&$t#a&t±Q 
ueen^, Proc. Nat. Acad. Sci. USA 10029 ( 1989) i: IB] *H C L T Sf- * t fc . 
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tti^tit hSKkir^f xoCmlKft (S8EA), khtHfci:^* 
*©C4G1 Fab77^> h (I8HB), * J: fc h fift i: ^ * * © C4G1 F(ab') 

*bT^*. »-fr|*****QPnb/IIIa«JK©«*«k U*HBL 92.1.7ffft 

10 e M - 1 ^ fcJ*'**tJW±T?* ^> feo 

k hfflfl:C4Gl«tft:*J:0 f 7 5 ^ > h *«jfc/MK8*fc Kit * 

*i^a**pjnia*2oox g T*io«-wa^t"c«i6ufcj*i^« c **' j4lJ * cp rp) 

Cftl*., * L-C371C-Tf*J*t^^ 5#M-f * + h U fee ADPI*«* * Mtt * 

-t*r5fcfc4.6/zHOi^i5ST-*Bx.fc. Jfll'hffiWiltt, * * > a CSienco) n * * > 
*/HK*fh *f*>U DP-247F*fcW:HBHA-TBACBB*rttffl L T#SiS* E J: ^ T* «=■ 
*-Lfc 0 t hfiHfc fcv **©.C4Glffi#®«*lfilfc«a 

iiKiii*., fc B *LTfc MHfcC4Gl F(ab') a - 1 fc F(ab') «- 27 5 > h © 

vS^&tffc MHfcC4Gl#i#© k h * v%#1lfrKrtjS0JS (HUVEC) ^©*it 
GPIIIaC4*Jlttfc , *'7**>' *P-*--rt'tt#B6A3®fe-fr2:ttttL, «*<■ 
fc 0 HEL 92. 1.7lBlS^<0«tfrO»**)SI' c fc- ^ * $ Cflrlt»» t 

fc C3.5;iCi/*g) o 500/i IHUVEC*5VM*HEL 92.1.7 C2X10VmK 2X1 
OVbU 2XlOVmO ©fi»i**l.Sinliy^> K^7^a-7* + » M&St^l* 
4"CTf#* * n-^;u2ft#©100finoli:90#fi5W ^^ra^-Mfc. > * a ^ 
— >a K^7a^^»-^+©S/U = 2/*-OU®±^**-7'rt 

S4fr%rf*U MT?2#IBK 10. OOOgT-it^ L fc« ^ f * hk±*«r. it 

+ 2X10VnU 2 XlO'/nlOiBHSiailfC- v * * B6A3 i: PJ*Ig fcHEL 

92.1.7»MlC#JIW***a*Lfc. v*^B6A3li2X10Vnil-CHUVE C 
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VE CCmft^^^*** 1 ^' 

x f? * fc* 4?OADPg|^lfilW>*gSI6lfl±rSt4 

•tf-;u-C- fc h SHbC4Gl Fabfc F(ab') 2 7 5 ^ > > h © * * * «K JM* « 8 16 E it *g 
±>*«!l£Lfco £-t«I*fcfc MaS«#A»fe»*>*ifclfli/hffittfc MHfc C4G1K fi>¥ 

fc„ k Kffl{tC4GlCiS*t5Jlli/h«**^5 7*^-9 f ^3'S£lt***ttffl 

CjPJtR t fc. 

fi2.8-5.0kg) C»BftrtCiS:#Ufc. :/5-fe#*fJH"TM** 5 ml © £-M&i£7jci$& 
*&#Lfc. Jk&tt*Ifi§*- * 3 >c «fc 5#»Tt»4 1 B*Mtt ^Ltl 
fccJ^KfciSSin U ^UTZOOg-eiO^MJt^tfc. ±i£&£PPvP OJfii'h 
« JftL»D Hfe. *i^M(PPP) tt« PRP*-»fcS»)<DJliltt*2000gT 
ift£.LTH« L fc. P RPliP P PT?#f?frjil/h«tt* 3 xiOVnlCLfc. 

«k -5tt~$ — L fc. 

fc hSUfcC4Gl Fabfe «t If P(ab')i-l7 5 # * > h T-i&Jl tfcU-**»fc»5>*ifcJlL 
/h«"CJfil'h«**»*^:Kia±* ttfe. F(ab')a-17 5 # * y h 1*0. 5mg/#fikg© 
a#*-CJil/h«*ii^*^C|fi±U fc. :ft^5^'-' hT!©*ltttATJi 

*feJli/hfit('>fE*4C fc. 

c k *» <b, fc hfflftftft^ja ^ yvtticQPMb /in a«* 

fflCiB*tt LT 5 *Stt©*K*JJ: tfl*jE**lll#©«"B©lfiHrt *i 
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fit jfc<D«eH 

1. «*>;<*JtGPIIb/IIIaxtf F-T'ktlWCSfStSl; mt^-Ja 

oCD*lffi£ftSM (CDR) *£/0-e;&5gS3fc©EB^ 2lItie«2©M^^o 
4 . ft&V p ^ U >#Fab-C*& 5IS*©IeHS 1 JlUlBftOM^^o 

5. &££'p7'V>#F(ab')2-?&3ft3}c©®BMl ?!Ca£$B ©frl/fc'ti;. 

6. GPIIb/IIIa* >yi*Kfc#*«K:E JET 5 * 

6 <kU o©*g*if£fc£*I*£ (CDR) fc*A,-e&S 

ti5 3 o© C D R%^f 5:££© L ^.fctfH 8* * # & © ISfflS 1*1* 

fci*egicia«oiajfttt. 

9. t 17 u — A 7 - * * J: K 7 1/ - A 17 — * fc tt & I* H « © fe ^ 1 -3 
*fctt**iJ*±ffl^*ffl*tt«S*« (CDR) A,-e^ 0 . M$ >^*ftll 
b/IIIa kll^ti: SttiftJtftft^n^y vfijfttt. 

10. ftftyq^'J >*«Fab*fcttF(ab , )»-C*SBI#©IBH*9«KiE*©a/a 

12. ftft^n :/>J ^tflgGiT -f v * -f yt-afe 2>fi3fc©«SBfS 9 ££iEtt©ttJ& 

13. jftJ»L - *l:ls J:tfH«T5I*1Rtt* IB 5 H AS U? B ©±S5?"J © 
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14. L*5.fctfH#g#7 v -J*V 7 u-A9-^««fc»**c*ft 
jK^p^y 2/#^*fc»fcn*«»ttfc£«« Ccdr) *^A,-t-$SGPiib 

15. '>&< fc 4>«lO T H- 1 oa»tt**+S»*®«EH* 14 9 [cE ® <0 k hSHk 

18. t bM{t&&?B'7V ^A^FabS fcttF(ab')2-eafe5IS*©t5H^14x 15* 

16*fcttl7*RK:Ktt<Dfc Mft^^P^'J 

19. 2#©L«/H«=JH***^J*3»*©ttH*14* 15, 16*fctt:17JiC 

20. 7 i/-a»7 < 20© k hftjs^n^u >*fc»e>ns 

21. CDR*"7*^ft*^ B ^y >A»«,ff^*i*»*OttH*14, 15. 16* 

22. GPIIb/IIIa* ^^Jtkfe^tk h7U-A9-*#K*;^-Cv.> 
* p_:f-,u#;#:C4Gl*»<b*# <b *i5 1 ^> * fcfcfc**vtt± 

CCDR) t*/l1f*5 k Hftftft^n^'J 

24. »5HA±«WCS%*n5Jft»L«^a**E3WJ*5*O r »5iaB±»?IIK: 

25. -#6fi^si ^*«Fab* fcliF(ab , ) 2 -r-S) Sit*©«gaS22JI* fc»24i!C 
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26. ft 5 J«»L«ffi?a*J i Of* 5 CO D Cfl* * ft Srit»H*iE?y 
S»jftcE>ftH»22J3llcE«<D k hHUtStA?**-? 1 ) 

27. f&#©S5BSfS24JI£ fc tt26*CEtfa> k bUHfc ft £ ^ n ?* y >©*SK?Sfl: 
C «fc ■j'CiS £ i: #T- hSHtft^n ^ y > 0 

28. ftg^o^y >*«F(ab , ),t»*5»*©«H*27*K:IE*<0 b MSHkfcS*' 
n 7 y > o 

30. &&if*7 y v/)MgGiT-C v * -f ^"T?* a»*©ttH!B245lK:E«o H 
gUkft^^P ^ 'J 

31. 7^'-^ h Cffill U TjS* 5 k h Jfc/h«©***RE±*C * £S8#©ftH£S 
22*1 £ fctt24ilK:EttO k MitM^n^iJ > e 

32. S jin--7iaij}S4 J 'C-S^$ti5lt*olBH^14*fcli22JlK:SS«c©^JS^ 

p 7 y > . 

33. b h7i/-A!7-**3-Kt5il ©E^J*j«kr>* 1 o£ fc«*ft&±© 
7^jt«jTn^'J >«DffiMtt»€fK* (CDR) *a - Kf5*2 roiBW** 

, f83iK:«fcoT*f*>^*SfGPIIb/maik' 4«Kttc«£-&- 

o ^ y > #m £ £ •£ ft £ * y * £ u * K . 

34. ftg^n^'J > #1 gG 1 7 •/ V * -f 7T»*3tt#©ftH*33:tHK:E1R©*H y 

7 i? 1/ * *■ K e 

35. ftfeifv? y v#Fab* fcttFUb') iT? * 5 ft #©ftH*33*HK:E<&©# y 

36. »5HA±SMCS**:h.*Jfc*ftLttT*SfcEyfl*=»- K 1" 3 E ?'J *5 «fc 5 
HB±&?llK:^£ *i5*J»H«^HEE3Wtr3- K t 5 E?'J * <£/uX-}& 5 If* oft 

H5B333lK:E1&©'* 'J * * ^ K. 

37. fff*©ttH£33*HEtt©# y?^*^ Kfe^T?****'** * 

38. BttfOftHSBSTgiKtt©*.^* J--eF5^:i>l>« tiitB^. 
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39. GPilb/IIIa* :/-rf**Cfe-fr-C**Ltk h ifiL*«©** * E± T? # 

H««r=»- Kt-*EyJ IJ * * K - 

40. *5HA±*WCS**v5/«»L«W««**fett*5BIB±»?!IC^* 

U 3» £ V- * * K o 

41. »5HCew**t*J*»L*tr=i- K+ SEH * fctt» 5 ■ D CS%* ft* 

42. »*©tSH*39:3(Ett©# 'J * * K**^***^ * * -. 

43. »*©«5H*40gCEtt«>* U 7 * I/** K**A/-e/fc*»*©«5H*42* 

44. tt*ol5H!M19lEtt©# U * * K**it*ejft5»#©ttM42g[ 

45. sg i *-#rt»L«*=i- KrsEaifc^-crtfl * t "CM 2 

OfllS^ £ £ — T? h 5 V * 7 x £ h L feJWfla^o 

46. gHX^f-^BBSAlKWCSStii* * HEW * =» - KT 3 

EBI a - K * S E3RI * * ^ *C* J* * ® « H S&45JI C E* ©IHIStt. 

47. m 1 ®^^ii-*^5ECC7n$ti5* * *E*!l * = - Kf SE93* 

f SEJU*^ ^*^^3fff*^<aHS545^CE^OfflBS^o 
48- »*©*gH*14*fc«22«E*fl0k MftftS^P^'J 
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m i hi 



mRNA 5' 



V 



AAAA 3' 
TTTT 5' 



cDNA 3' 



TTTT 5' 



G T- 'J jO" 



3' GGGG 



EcoR1 



H 

Hindlll 



PCR 



TTTT 5' 



3' 



EcoRI 



Hindlll 



1/14 



WO 93/13133 



PCT/JP92/01630 



A 60 
ATGATGTCCTCTGCTCAGTTCCTTG^ 

gatatccagatgacacagactacatc^^ 

ATCAGTTCCAGGGCAAGTCAGGRCA TTAACAATTATTTAAAC TGGTATCAGCAGAAACCA 

isc n A s 2 — y. — ± — l - — 4 — 

GATGGAATTGTTAAACTCCTGATCTAC TACACATCAACATTACACTCA GGAGTCCC 

aggttcagtggcagtgggtctggaacaII^ttctctcaccattagc^ 

RFSGSGSGi.u**' 

330 - • 360 

GAAGATATTGCCACTTACTTTTGCC^ 

GGCACCAAGCTGGAAATCAAA 
G T K L E I K 

B 

mewsgvfifj-*^ 0 
gtccagctgcagcagtctggagctgagctggtagggcctgggacttcagtgag 

tgcaaggcttctggatacgccttcacta attacttgatagagt gggtaaagcagaggcct 

CKASGY.AF1 _EJ I a 

210 ■ • 240 

^r^GGCCTTGAGTGGATTGGAG^ 

GQGLEWIG _v x 1 r _ — 

gagaagttcaagggcaaggcaactctgactgtagacaa^tcctccaccactgcctacatg 

E K F K G K A l 

caactcagcagcctgacatctgatgactctg^ggtctatttctgtgcaagac 

^^^y^g^^y^^F^A^^^W^G^^^G^^T^L^^V^T^^V^^'^A^ 
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m 3 m 
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m 4 m 



-DO 



1 
1 1 

I 1 



( 

i 

7 \ 



-i — r ' ;' m i i| f I I inn) i — i i i ii m 1 — i i inn 
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MET THR GLN THE PRO SER THR LEU SER ALA SER 
I I I I I I I I I 

MET THR GLN THR 



ASP ILE GLN 
I I I 

ASP ILE GLN 
1 

ILE SER CYS 
I I I 

ILE SER CYS 
21 



GLY LYS ALA PRO LYS LEU LEU 
I I I 
VAL LYS LEU LEU 



ARG ALA SER GLN 
I I I I 
ARG ALA SER GLN 



THR SER SER LEU SER ALA SER 
10 

ASP ILE ASN ASN TYR LEU ASN 
I I I I I I I 
ASP ILE ASN ASN TYR LEU ASN 



ASP GLY ILE 
41 

ARG PHE SER 
I I I 

ARG PHE 5M 
61 

ASP ASP PHE 

I 

GLU ASP ILE 
81 

GLY THR LYS 
I I I 
GLY THR LYS 
101 



30 

ILE TYR TYR THR SER THR LEU 
I I I I 1 I I 
ILE TYR TYR THR SER THR LEU 
50 



VAL GLY ASP 

I I 
LEU GLY ASP 



TRP TYR GLN 
I I I 
TRP TYR GLN 



HIS SER GLY 
I I I 
HIS SER GLY 



ARG VAL THR 
I I I 
ARG VAL THR 
20 

GLN LYS PRO 
I I I 
GLN LYS PRO 
40 

VAL PRO SER 
I I I 
VAL PRO SER 
60 



GLY SER GLY SER 
I I I I 
GLY SER GLY SER 



ALA THR TYR PHE 
I I I I 
ALA THR TYR EHJ 



VAL GLU VAL LYS 

I I 
LEU GLU ILE LYS 
107 



GLY THR ASP TYR THR LEU THR ILE SER SER LEU GLN PRO 

I I I I I I I I I 

GLY THR £SE HE SER LEU THR ILE SER ASN LEU GLU GLN 

70 80 

CYS GLN GLN GLY ASN THR LEU PRO TRP THR PHE GLY GLN 

I I I I I I I I I I I I 

CYS GLN GLN GLY ASN THR LEU PRO TRP THR PHE GLY GLY 

90 100 
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GLN VAL 

I I 
GLN VAL 
1 

SER CYS 



GLN LEU 
I I 
GLN LEU 



I I I 



SER CYS 
21 

PRO GLY 

I I 
PRO GLY 
41 

ASN GLU 

I I 
ASN GLU 



LYS ALA 

I 

LYS ALA 



GLN GLY 
I I 
GLN GLY 



LYS PHE 
I I 
LYS PHE 



VAL GLN 
I 

GLN GLN 



SER GLY 

I I 
SER GLY 



LEU GLU 

I I 
LEU GLU 



LYS GLY 

I I 
LYS GLY 



SER GLY 
I I 
SER GLY 



TYR ALA 

I I 
TYR ALA 



TRP ILE 
I I 
TRP ILE 



ARG VAL 
LYS ALA 



ALA GLU VAL 

I I 
ALA GLU LEU 
10 

PHE THR ASN 
I I I 
PHE WL ASN 
30 

GLY VAL ILE 
I I I 
GLY VAL ILE 



LYS LYS PRO 
I 

VAL GLY PRO 



TYR LEU ILE 
I I I 
TYR LEU ILE 



GLY SER SER VAL LYS VAL 
I I I 

GLY THR SER VAL 



GLU TRP VAL ARG 
I I I 
GLU TRP VAL LYS 



TYR PRO GLY 
I I I 
TYR PRO GLY 



SER GLY GLY THR 
I I I I 
SER GLY GLY THR 



ARG VAL 
20 

GLN ALA 
I 

GLN ARG 
40 

ASN TYR 
I I 
ASN TYR 



61 

MET GLU 
I 

MET GLN 
81 

GLY ASN 
I I 
GLY ASN 



50 

THR LEU THR 
I I I 
THR LEU THR 
70 



LEU SER 
I I 
LEU SER 



TYR GLY 
I I 
TYR GLY 



SER LEU 
I I 
SER LEU 

TRP PHE 

I I 
TRP PHE 
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rh2 9 

TATATCTAGA CCACCATGGG ATGGAGCTGG ATCTTTCTCT TCCTCCTGTC AGGTACCGCG 
GGCGTGCACT CTCAGGTCCA GCTTGTCCAG TCTGGCGCTG AAGTCAAGAA ACC 



rh3 0 

TATAGAATTC TCGAGACCCT GTCCAGGGGC 
AAAGG CGTAG CCAGAAGCTT TGCAGGAGAC 
AGC 



CTGCCTTACC CACTCTATCA AGTAATTAGT 
CTTCACGGAG CTCCCAGGTT TCTTGACTTC 



rh31 

TATAGAATTC TCGAGTGGAT TGGAGTGATT TATCCTGGAA GTGGTGGTAC TAACTACAAT 

GAGAAGTTCA AGGGCCGTGT TACACTGACA GTAGACGAAT CCACCAATAC AGCCTACATG 

GAACTGAGCA GCCTGAGATC A 

rh32 

TATATCTAGA GGTTTTAAGG ACTCACCTGA GGAGACTGTG ACCAGGGTTC CTTGGCCCCA 

GTAGGCAAAC CATCCGTAGT TACCATCTCG TCTTGCACAG AAATAGACTG CAGTGTCCTC 

TGATCTCAGG CTGCTCA 

rh3 3 

TATATCTAGA CCACCATGGA GACCGATACC CTCCTGCTAT GGGTCCTCCT GCTATGGGTC 

CCAGGATCAA CCGGAGATAT TCAGATGACC CAGACTCCGT CGACCCTCTC TGCTAGC 



rh34 

TATAAAGCTT GGGAGCTTTG CCTGGCTTCT 
CCTGACTTGC CCTGCAACTT ATGGTGACCC 

rh3 5 

TATAAAGCTT CTAATTTATT ACACATCAAC 
TGGCAGTGGA TCTGGGACCG ATTATACCCT 



GCTGATACCA GTTTAAATAA TTGTTAATGT 
TATCCCCGAC GCTAGCAGAG AGGGTCG 



ATTACACTCA GGGGTACCTT CACGCTTCAG 
CACAATCTCG AGTCTGCAGC CAGATGA 



rh3 6 

TATATCTAGA GCAAAAGTCT ACTTACGTTT 
CCACGGAAGC GTATTACCCT GTTGGCAAAA 



GACCTCCACC TTGGTCCCCT GACCGAACGT 
ATAAGTGGCG AAATCATCTG G CTG C AG ACT 
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